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te&%MMirZ>jjfeb UT> Science, Vol.170, pp. 749-751, 1970, The FASEB 
Journal, Vol.9, July, pp. 974-980, 1995 % W097/32035, 11-365074 
•WWM^\Z7F£tl%^t>tyZ> in situ zymographyfe#&ib*VC^5 0 

ffl^M W097/32035 -JH^IC (47° P T^T—eg^ £ SfSJg£#J Z<£%.%&#± 

\m&&tiitmmzm^x7ur-T-vz&ftirzj?mm&&}ix^z> 0 ^<d 
v^9^i/mm±\m&zn5mim*mfetz>ztK£<?x, -fn^r-^ 

W&X%% 0 Science, Vol.170, pp. 749-751, 1970 Kfi^vf-yh *f>V$ 

>VT;V*f\i K t *^*%mW±Km&is}itzmm&%^X7uT:T-1iZmM1r 
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— t? (£TK TMMPJ fe*i1M'#*>5) 2, 3, 7, Rtf9*\ tyy/p 
®£ LT-*??*^*^**:* *Aten*Lfc^nyr-* l?oStt*«IW9te* 

Analytical Biochemistry, 176, pp. 261-264, 1989 ^f± % £ i/jjnjfT /W^ 5 V 

JtSrWoSMt*** %<Dm%%^x*T7'i/yD s h V -fis^ **hV 7*i/y, 
— ifi¥, 3fct LT-S»^b#$&*u5MMP i UTMMP 7 #£1 

<D#mm<Dmfi&* v?^&mw&. mmmmtt ^ m *3 w- 5 &&&&& & a 
mp 7 ^mmiKmim^mm^^n^r^mm^Mmow&s &v 
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fc£tfSMt#* -^y^^fcJt^-CMMP 7£t^^Pf7- £ (0!l*.f& MMP 
2, MMP 3, MMP9ftif) fciSfcKfcSrStffcV*:: t &&MLtc e **u r 
©IS*. ±fB©*K*r^tf#Rfc»L-C^ MMP 7^a^fc^b^^^-f5 

^o^T— i?»ttS:aSi-5fc*©«BlE-C*>oT, S«? 

*T«!Rfe&#*5&fc, X»4tt*ft*3P#*LVN. &^«!n?Jl^Tfc«fc<U 
*3§W©$ bWI UVlMKlCfcfttf* .***Ji,fc hy^^^ai y VftHWk 
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LTfi, vf-py^^^aynfT-f (MMP) lV\ 

(2) t'o ^r-nm&KJ: 9 mmm\mj8.£tiitmfcm&tfiiii~f5xm. 

mmmzmm t mnx% 3 ^o^-e^i- 5 xe«r^«> jtia©**^^ $ tb 
Mx-tt, $m*nm\z.&Mi$&tc^ £m>b5ox><Dm<DWMxmz.tfiofr 
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cft&oiMfcKi'OVvCtt, MM r^i^©^^^j % PP .92-107 > *V 

#;Vtr»-ft, 1993^frfc#*WfcRW£jh/W5 0 5 MMP-7 

MMP-3, XfSMMP-9K£&mfc&&V¥i<\t*Zki*^ MMP-7to 
MMP-7©f5d\ ^x^i^D, ^Wi^^T'fyT'nfT- feffc 

2-^n«^;U3i^7 i ;K (S)-(+)-2-T$ /-4-^n^-g§^t Kn7*c 5 
h\ ^n^TthT^ft K^Wt^-zK 2-7*oWh7$Ks 7n 

^T-fe:h>, 4-(^n*7 t fcf7V7 5/)£&#gft N 4-(^n^-T-fe^)^-/V^ y 
4-^n^~2-y^^/W-*yg|-7-hy «7i4£, 4-^n*-l-^y— ;K 4-^ 
t2^-l-^-ry> 2-^P ; E-N-tert-y^-3,3-> ? ^^/V^/VT5 h\ 4-^n^- 
-n-M, 3-7'a : t7*fP=hy;K 3-7*P ; &-2-(7'o ; E^f /^/Plftyi, 
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1- :/n^-2-:/£V-/K l-^B'H-^yv, 4-^n^^f;V7tf-f, 2- 

((lR)-(endo, anti))-(+)-3-^P-=t* ^7 7 — S-^/U/fc^llT^i^il, 
(IS) - (+) -3-^ p * * y 7 t — 10-* , 2-^ n ^E-2- v-T 7 -N, N- 

PtT'A'T't bT 5 h\ 2-7'p^*>'*/V;fc>'gg-?- h V p AM., 

^^x/k (+)-3-7'«3 ; t*v7T — yMT y^e— zfn^r=i y y 
K % 1-^b^e-2,2-^^ h^c/^y, 2-:/n*cc*y — >K A-{2-zfn 
^=c^;v)^y^£y^/u^y^ 2-(2-:7*P^c5VV)-l, 3-v^=¥f->\ 2-^n^e 
^^*^^^H^^ai^x/K2-^n^>r yg&^-T'p^P ^7" ^ K, 

2- (^o^^f/V)7^!J;^ 2-^*^^/1^1,3-^*-^ 7 V x 2-(^o^p( 
f /V)-2-(k Fn =^'>^ f S-yn/^^t^, ^n*=ho^^y, a - 

^-/Vgj^ 2-/0^-2-= h t3-i, 3-yo^yi?t-;K 3-!7* p ^-1,2-7" a ;*y 
/K 1-^ P *£-2-zf p / v — /K 

7"p If si-VSI, 2-7'p ; E-7 p Ptf2)-^ MJ/K 3-^p^e-^p tVvr Kp^p 
^ h\ Z-zfu^zfu/Syx/isTfry&i-h}) 3-7u*-l-7u./*;— ;i>, 3- 

ym. o-^p^-ypkw) hy^^T^*=!>A^P5>\ 3-^P^-if/vtfy 

^fcfo^K 2-^n^-l,l,l^yxhdri/yo^y, 2 -^P^-n-*f[^ S?^p 

yrs h\ 3-^n*tr/nf^R N T'p^a^ n-^p^^^x*^ ^p* 

/^CV-y/V^kT, 2,3-^P^-l-^P/-?y— /U % /p^lf/V^yiif;K y- h 
7t Kp7;1/7U^p* N-(3-*/U3j?^v'3if-/V)-7U'r ^ K& % cis-T^ 
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/K ▼ W >Wt, v W ^H^y 75 K, v 7 y fyVccxrvK N-(3- 

y ai^vloi^/K N-y W I'R^y T $ K% 2-T * J/ ^7 5 K-2-y 
yp/^^/Vxfri^ ftlfc** 2-T ^ y a^/K (2-^a^^^;W) y ^ylHJvV? 
^~ K 1, 2:5, 6-vMW V 7"n y x^-3-0-(p< ^;U^.7> 

- a -D-^=i 77;-^,2, 2-^^ 3-$>*-* y 7 y-4--f /M 7v> 

p - h/vai^^/w/js^— h, y 2? ^ y yugt a-x/v^^a tw^xr^v* y 
(2-(r^ y/^^^^/w) hy^wy^^A^f/i/^i-f, 

Ifi/^/l^yig 2-y h^v'3i^V3i^x/Kl,3-^>>'^— /Uf-^TiJ' y y^^. 

yT/^f^^^/l/^-b, 5***7K4S.5S)-l t 3,2-5>* 
*4f-<?*7 B-5?#*>jtf*5/ V- h 2, 2-$?:** 5/ b\ 1, 3, 2-*J.**y-<f-*7 

y 2, 2-^^v- h\ (2-(y * * y P^/v^-^f v')^^v) h y y f/v7y^= 

*f-*XjV7x.~- KN-<2-3 — Kif;v)-MJ7;vta7tV7^ h\ 3—Ky 
2-3- KT-fehT^ h\ 3-K7* h=M//K 2-3 — Ka:*y— >K 3- 
a-KT-oift^ a-KBWW-hy^A, a-KIHfc* *-a-KW* 3-3 
-K^a/N^^7V*^«7-hy r7A^, y^«7A3-Kg|ig, y^^/M^gfc 
31 h ^ i/jtj J-jVol * x/K 2-y *J-)\s?Xi s^y^/ls^y, 1, 3-!7° n ^ 

W vi^y^ 7;vt a^y^vx^f /v, p-h^^y^^ym 2-(2-n-y"n 

jtf^S/ac h jl?vVoc*7vK y * y^/Wfcy^ 2-y h ^aifvVJi^TVK 

^f/V7°n^y^;vfy, T'n^y^fy, s-^/vj^t'p f/wr^ y 1^— 

y^yp/^/W^Voi^x/K 2-(p- \>;V^Z/7s;Vfc^;V)^? J — A\ 5' -hi'/U 

7f; iyy, r e?y ^-^^vtf^siy ^vv^tvw w *y s 7*v\* 

8 



WO 01/71025 PCT/JP01/02345 

l-(2-k Kn^if^)ifl/W S>\ 4-tf^Ut 0 y-^V, fcTn 

trans, trans-A a "71/^^ K, N-^ ^vW W ^ K, N-a^W W 5 h\ 
N-t Kb dr^-v W 5 K\ N-*/W^^/W W * h\ 3-r W $ K7°n tr 

iu P . 7 5-8 0J *5j:tf rsff4fl:^ate«jai3, fttft 

II, yoft^y TJ^t^/V^lJ-*/ ^UTJ^, p. 2 4 9-2 5 OJ .Methodsin 
enzymology <D Vol. 11(1967) P. 199-255, 315-317. 541-54 

^^^7^y >-^7M^T-i?^m^*3J;t5l0inM EDTA Sr^tf 0. 5 M MJ * 

-isw»« (phs.5) \mmi>. ph &■ 8. 3 u±.\cwm.-tz> 0 msw&^itws?- 

^Wf^iO^ h^^^acU ^(Di?^/W7-f K^*»5£f S. 
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Vr*?V jJl/b j/A^f-S / ?D p.249-250j s Methods in 

enzymology <£> Vol. 11 (1967) p.1 9 9-2 5 5, 315-317, 541-54 

*f\ ^mT^% y% 7 M?T-i?yM.ffl&& £Xf 10 mM EDTA «r£tf 0. 5 

m b v x-mmwmm (phs. 5) ic^u p h * 8. 3 witcmsH-Se ^me&L 

51^f$)5VNH:y;vitiifcJ;«9^U, @^Sr#5i bi*X% 5 0 

^as-c#5 0 ^mmitm^xxfmmm^mmKo^x^ Mia© r#? 

vv y -yyitj-ztTj yttfy^vis, #y#-#*-K hyr-fe^-t 
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/us-*, #y *^7u^*^ y k tfyryu—K #y 

sfw^feftsSilx tt^ftS W ^ 7 * y ^ 7 -r ^ ft £ trfl V ^-5 i t # -c 
* 5 o * fc, w (O X 5 ft ^ 7 * y ? Sr 9 5 * - h L #ft * /S V ^ 5 £ h h X * 5 „ 

5 0 /im~3 0 0/im#ff*L<, «fc D£f*L< ftlO Ojim~20 0 mXh 

-^ts ct 5 tmm-^x&z,, mx.rt, mmnommtfo. 5~io^m , » 

y*^ 7^^u^^^v, 95^^, ^*^>\ *^>-^Jnu-ci>j:v^ 

fcfclSJfcSftSClitaft^ 08x.tf, &M%7<<;i>l>><Dmi&&%£\cft^XVl 
tf=y-7*y N zf^V^>. ^fv^ ^#^5/H, T^y^H, 'f^a^ 
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#!J^xx/vm£mfc&;BV^#3-KI3\ T^DJf 

(Dmrnm^^xte, 1 x« 2 jjuudti i? i^^/xf*^^®©^^^ 

4&&ail*.-Ct>J:v\, SfefipfciL-CWu «*f^K©!^&^K:«fc*©JMB 
iSttflk ««*gk«H*«fc«>©Rraa!l («itf^!lt3^) , &m*$r&tz> 

Mtstiz>z.tttt£\t\ *m®<Dmmfc}tffcm&3±<D^8L&m£tLx^xh 

J;v\ flfctf, /Bf7- ^Sftffi^ii©ffi!lx«^©SStffi!l©^aia^«»:^i 
0 1 2 Q^T-efe5 1 ©£#£ L < fflv^S £. £ 5„ «©«Simft®»:*'lfiT 
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$**&©©#«£ vxtzMtu*t$m 2000-24011 ■%wmmiz.m&£hx^z>% 

mriTOS. Wffifl (yf— f- • f^^P^t- (RD) 17643 : 26 
JC ; RD18716 : 651 IC£ffi3 ; RD307105 : 874~875 JO „ (RD17643 : 26 

J€ ; RD18716 : 651 JC£*& ; RD307105 : 873~874 JC) s RTSl^XttSJIWB (RD17643 : 
27 M;RD18716:650 K»;RD307105:876 JC) » fkft&MXttftl&fls&ffl (RD17643 : 
26~27 H ; RD18716 : 650 Jf£ffl ;RD307105 : 875~876 H) , #mB&lt#J (RD17643 : 
27 If ; RD18716 : 650 JC£ffl ; RD307105 : 876~877 I) , h#J (RD307105 : 
878-879 JO o Zfrb<OmWlm^hb&M%7^Sl'J*<D&ffi&mz*S\<<Xlll 

%ztix*st). x&mvmmow&K.mmK.mmx'Z z 0 

-^pp-6-tKp^-i, 3, s-hyrwRttGH-hyvJiyLtt 
¥)"mm>&.yf~Mte® ( i , 3 - if x if 2-^p/v 

1, 2 -If* (\f—;\sx;uifr^A,T* hT5 K) tf* ( If 

/M^vi") a— r/W Rt^tf-^^^/vS^^^-t-sif^v^jKy-r^- 

ftif) SrJflV^ 1, 2-tf* df=/u*/^=/VT-fe hT^ K) a. 

f7- £ t £>*TCV5#«©* hM>#K EDTA o 

tiftl&ftftlU: Ltf-fyi/a — fyttr^-^^pypTT^ (timp) m 

*\ Batimastat, Marimastat, CGS27023A ^©R&W^JSrfflV^ r b&X%s -tl 
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kiCOWCttu flfctfUMSl^ 1998 #s Sl7#, p. 561 (dlB^^^TV^o $ 
T^J^If^PxT— ^<b^«|g (^ft«Jtflj2 2) P. 224, 1993 KfE*c£ 
LTtt^a«fc!ftJft^r5t>o*e*)*tfJ«pK:«!llRW:*< , ^*©*Jtt^tf 

fit LT0.001~10 mmol/m\ 0* U < & 0. 01-1 nmol/tf -<•*>$. ft0t09l&K: 

11-365074 &Wm&fc®&$1riX^Z 0 *fc£3fefe*fcflJVN*#£H\ 

•fe>f y^ct-^5 Vfc ~*Iffl&hZ>^teT5fat\-mz1k?tt:& 

•fz%yt&mft¥$:m^z.k&X'%5fr, t<Dmm\mKmm^\ 

3jtfc5V^i^3te£Jt£ffl^5::t , t>'T?#5 0 fflz.t£ active orange GT % 

^/^f/^, t7^/y||f, ryh7*/^ P-7jl~/u*?>>%£ 
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^r^>VkPc, **yy-*8*k *n*sT-y%i®, s/t= 
^Sfejpk TV*—y ^5=- y /Hfeft, 7 * v V7=y»w, ^y y vft*k 
-f ^s?:**#k" v$?=rjMsk *y y i/jfc*k = h pjfeph =• h n yjte»* 

J* -ffc^tt^a ; 1970), r*7^yfy^^J (The Society of Dyers 
and colourists) x r£#l^y K^y^J (feW^iH ; 19 8 

(cia#irte*»* Lv^©=a#fm««¥ n-3 6 5 07 4-%wmmmm 
h 7*y ^3R©>r h o >mn, ffe&fttt v-*wm%<D y y r y -ao&a- 
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«tV\ fi^cH UTf±, Vfv 9 * (The Society of Dyers and Colourists 

0) , r&n«M;isHsg!P!j (1 9 8 9^fij) , r*mtm 

mm&ffil CMCtH/K (1 9 8 6#fU) , WHy^Sflfj (1 9 

8 4^1) , W. Herbst, K. Hunger #Wf£<fc 5 Industrial Organic Pigments (VCH 
Verlagsgesellschaft, 1 9 9 3^) Wfo% 0 

H&mWOMt tm^L< tt, 7? V VT-V%<D C. I. Pigment Blue 15, 
H15U, Hl5:2, H15:3, Wl 15:4, 1^15:6 IM? ? xi^sT-V) x *;^op 
*V*USiBM3fll:7* o i/T~y,C. I. Pigment Blue 16(M&m7f n vT~:v), 
4>'fr&Ji#Zn, Al, T iT*fcS:7*n<yr-V, Mfeftfe LTfcfclfe*!, 

"V 

S'f VtfV h n y^tf> C. I. Pigment blue 60 ^-fcftSjtf^n-^gjfeft:, 
C. I. PigmentBlue 64, H 21, T9?h<D C.I. Pigment Blue 25, yfyP^^iD 
C. I. Pigment Blue66 RW-*m&XbZ> C. I. Pigment Blue 63, bVTV —A* 
* ? A3&f£&tt*> 5 ^tt&Xtt&JB© W-*«#"T?ife S C. I. Pigment 
Bluel, H2, 1^3, P9, H 10, H 14, H 18, H 19, 1^24:1, H24:x, m 56, 
1^ 61, P62^^SWe>tb5„ 

*&V^ L$?M$-<b LTH:,0£ L < Ji, $WMJ-S^3R© C. I. Pigment Violet23, 
m 37, T S%<D C. I. Pigment Violet H 13, m 25, H 32, ffl 44, H 50, C. I. Pigment 
Red 23, H52:l, H57:l, H63:2, P 146, [1150, H 151, H 175, P 176, H 
185,11187,1^245,^^ ]} Yy&(D C. I. Pigment Violet 19, JnJ 42, C. I. Pigment 
Red 122, P192, H 202, H 207, 111209, hV T V — /VX/Ptf—V^fD *r 
MWXhZ C. I. Pigment Violet 1, H 2, PJ 3, IrJ 27, 11 39, C. I. Pigment Red 81: 1, 

Uy%<D C.I. Pigment Violet 29, TV Yy^cJ V%<0 C. I. Pigment Violet 
.5:1, H31, H33, *f"$T'4 yi?=f2fc<D C. I. Pigment Red 38, H 88 ft £f#W b 
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*M) > rfpiKydrgfj (CMCffliiS, 1 9 84) % t%mffl&fc%mil 

(CMCWJS, 1 9 8 6) 4if|ClEt*^TV^. 
*^J : ®5MB:#JSrfflv^5r.i:#»*UV\ #m&l«i L-Ctt, »3-69 

949 #&«u mmwjzm 5 4 94 8 6 #^*^k:ib«© t <d *mfz> 

©^H^fc5rtd50*b<, 0. 0 5~1 urn •efc5rtdS$fcW*LV\ 

/K 7h7^f^ /<— 4?— A'SA', -f >-<7— , fx 
, 3n>TK$/K ^thn^ 3#u-/u$/K AbJE^~ 

JiR, 1 9 8 6) WEfcSirTVNS. 
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5it^-et5. #Kttffl©*#*:fi©7^jJc#«£ UMLfct, St 

t> *v\ urr±, w*.wr* <k*p©7=*^&, ^^^tt, /-a-i'tt, 
xm*&<Dte&*yjmttwm*m^z> - 1 s, #ix.tf > #gms 5 2 

-9 27 1 6^#, g&&ieW08 8/0 47 9 4-J§\- #1^1 0-2 0 4 9 
6 ^#^|5«©5>Sc^JSr^Jf 5 £ h #^T-^^5.U?/ / Xf±y = 

I^IKfc^ix56^r±s #§HHg6 2-2 1 5 2 7 (1 2 5K*±ffl|2 

ffS~l 2 7H£Tffl3**T) x W2-3 3 1 4 4fM (3 7K£Tfflll 4 
ft I ~ 3 8 Ri±I 1 1 frl ) s K#l#t^PlE P 0 . 3 5 5. 600A2^(8 
5H2 2ffg~3 IffB) £1B*©£*J|ftJ|KftU #M¥0 7 - 1 0 4 4 4 8# 
(^7 0^10fTS~^7lffl2^fg) fB«©jafe»Jh3Wi:^-t-5ra:t> 

*MI^©fe*©#Att, 09;ltf, #P3¥0 7-104448 %'J&k (M 

f?M2, 3 2 2, 0 2 7*W»**£fclB*te;K/CV.5. #y-<r-#ffcg: 

9 9, 3 6 3#W»* % WaW^WJS^ (O.LS) 2, 5 4 1, 2 7 4f|iiff, 
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H2, 5 4 1, 2 3 OUrWMWs #^Hg5 3-4 1 0 9 1 #&*U 

«0 2 9 1 0 4#^^{C|B^$^T*5«9, iJl^Mgiil^lXt 

0 0 7 2 3#2r#fc:fB&£;h/tV5 0 

K If* (2, e r t -75/V7a-/V) yy*V— K If* (1, 

l-i^^yvT'ntfVu) , y ^mx\t^^^<D^^T7^m (Mx. 

X.--K 2-xf /^+v'^7i-/l'^77i'- *J%-?*f-A'-7<T-A'frX'7 
K h y P^v'/l^xy^- K M>-2-^/V^drv'/V/f;^.7 3i 
— K K9 f i^A'*^7ai— K ^- 2 -ai^/v^af-^/v^^-^^^^w. 

b) % ^E^m^^-X/^ 2-^/V^^^/V^^/ic-h % 2, 4 

—x/t p n^y/x- K Krv'/^y/i^- K 2 — x.^7W^S/yi/— p — t 

Kn^v-^O-y^- h) % T ^ m N, N-i?xf;i/K7*>7 5 h\ 

N, N-i^^vv^y/VT^ K) , T/v=«-/vm*fc(±7 ; cy-/um My^ 
T7U/V7/1/3-/K 2, 4-^-ter t -T 5 7 -/Vfc if) % flgjfrjgl 

o^x/HS (0)Jx.tf. h^is^/K 

vvK f f 7f * 2 -^^^/l/f v-/>, y^i^ h y ^fvK t^^/VTi? 
v-K ^fy^f7!J/V7^f-b, t*y ^y^wi^-H % r-y^^ 

fr(N, N-v?^/V-2-^h^rv—5- t e r t -t^f/V7= y if) x 

MMit'<7 ? ■< ym (^sH-g^a i o %~ s o %<D'<77 4 >m) , > y y ^ 

7*n\f)Vl-7Zvy^ 7*/-/um (®X.l£. 2, 4-i^-tert-7^^7 
^ y — /K 4 - Kfv'/Vt*v'7 i y — /K 4 - Kx^/t'^i^/i'tf^/i'^ 31 
y— /K 4- (4- Kx^/^^^73i=/^;W7Jn=7V) 7x/wi/) , 
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I'&m 2- (2, 4-^-ter t -7 ^7^/ *^g&St 2 

^ItlmlKT, ^L<fiO. 5ml^ ^IC&tt<l40. 3mlJBt 

m^JSr^VN^ - £tl<x*% £„ #WBa5 9- 1 5 7 6 3 6#<£fft©fg 37 

~38M, !>f— ^•9»-f**B-i?* ta - (SAT, RD ^WF-f) 1 7 6 4 3 l£#ffiS 

^{WWo^lBttWfcRWt'Siiftv^, £©@^«i|Wt*feif©# 
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#^»ffl^«r^t bxfflvNsm^^tt, mm^\mm^nxLxm 5-10 

50 mM Tris-HCl, P H 7.5, 10 mM CaCl 2 , 0.2 U NaCl ft if) fr/BV*Ti(Mftj&»e># 
5 ft if <0#®H1 «£ o Ti» HI t y a 77- t?«r£tr tW&Stt $ -7U7-T 
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«r£if#@?im#Kcov>-Ctt 37V~e 10 #|^~48 #fta s * btofif* t< i* 10 #p H i 
-24 f$BSJ % if ©«tt©fWfcolNT tt 10 #Pp3~24 ftDIK * t < tt 10 

-y? 1 0B % aK^y— 3 R x Biebrich Scarlet ©flfe % #JP2p 11-192130 ^^B# 

^^i^rv^5^^fi^W©^P7 i T-^{cJ;l9^M^mb$i^5^c^oT, 
#«£fc£fcfc#IR©ftffi#£fci-5 0 i©J;5**KSr^v^5i % »©§& 
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rifles, M£fc:fctf5#(fc©&£©¥iJ£{cW: s 3te^lSlW*T"t?BST?2W 
®4MW*ff 5 ©■T^&aifcSr/S^s £ i *©®SJ*# 

■fSttWttU 0H?Ltf, #H¥ g-832035 -!*&«U 11-174826 -g-BBflllft* #S 

¥ 11-192130 #l^3ffl#, H-365074 #93fll* % fttW* 2000-24011 #93*1 

£ L"C£«>3. £fc. M 2000-83176 #PJ3*ffl#&.»m 2000-187061 #9HPI 
»©»*©±-C*#fiBi br*WjW#©ll^fc^«>5 B 

b©«^JtRS^§tb5 £ t ttfcv\, 

^Mhvy^y^v y io g&m&m?T~*S:/b 10 mM edta v 

ASr-^tf 0.5M h y ^-ifiil^y^T- (pH8.5) 3 y s> h^HC#*Ufc. 
ft*Xf^-C«jlL*i«, S^tf-* h-MDithiothreitol) 10 g Sri(I^fc„ 

g*a-e 2 l fc^, ttwafe© s tcbte^tzb -mm ltzb- mm-25 g 
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^fomzxym^ittzz, RfcM®<Db7yx7*yy&ft*mb 82,000 

<D*> FZ^Ltc<D\Z.MURfc®ttft : ¥-m*ffi 88, 000 ittiPLfc&gfcl^ K 

^jf(L?S 1> 7 7^ y 1/ 10 g £ 8M ^^tK^ 2 y y bMZ.feffiLtz. 0 *SMt 

h 10 g SrJq^fc,, 2 l^mtt^ Ifel, T^!)B=fy;H.9g^ 

£fi-?4#|fflKj£i5-frfc. K&»7«, *y 7,000 ©iSPflftSr 

ft 3 : xf/i/^ ^ i/>of $ Ybyy^ 7.x. y ^©f^Sii 

4=-Jfcfit b 7 y* 7 * y ^ 10 g £ 8M 2 y 5/ h *fci8« Lfc„ *BHfc 

h y * ^T?pH £ 8. 0 fcWSEU »rt£^#*T@&Lfc^i?:f U-f h 

-/HO g SrJpfcfc. ^mT-2^TO^bfc^ lMf^M 5 K 19 g fcjp*; 

fc. M^ftWK/fcS-frfcfc, *y 7,000 amrm&m^xfflr 

u jk& tfco ftt>titcEt.fc®* sds # y r if y /vr s Km^kftK* 5 m^*: 

21 5. EOSJR**© b7y*7~])y£<Q ftfrFMMtesty KS:^ Lfc. 
084 : h7^7*y>SI^©f|Hg|OM 

(£##©«) 

175 /im (DPET^U7-7^/^©IISr3ntSct^IUt©^ fiTF© 
5 N lX10 8 QT?fcofc 0 
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i. -ishxm 

^.Jf-V 0. 3 g/m 2 

mwm\ (i) o.ooi g/m 2 

2. 

(¥W3^©PMMAjKJ)-7- iKtf-) 0. 0 0 5g/m 2 
iSKffl (2) 0. 0 0 2 g/m 2 



0.0 5 g/m 2 

0. 04g/m 2 
0.0 1 g/m 2 



OMR CD 



WH»I(2) 



§ V© 
H0|-C— (CH2) 4 — C-NH(CH2)2 AF^CH^ — NH+H 



I 



CH 2 
CHOH 
CH2CI 



0 



CI 



CI 



100 mL ©frfcJcfcSM? U ifc«*fcr± NaOH Rl J; 9 pH £ 7. 0 ^ b 7. 5 ©R| I'M L 
fc„ mti&Mb Ul, 2 - If * (tfn/VO^VJjwVTir h75 K) 45 mg 

•f o»JO tfc„ flfi3£#fcfc£ f7^7x!J MR^frSr, AIM 3 M m 5 

01 5 : £H£"£tf h 7 ^ * 7 * y >WMH«HI«>f^R 
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n-365074 ^mnm<om 1 trnzm^^ fc/e L-e^vofu^kii 

±IB^JlOjft^i|j#btbifc*/W3j?^^^^;vb7^7ai;^ 3 g&ioo 
mL ©#fcjcfc**U »*fcW:NaOH fci «5 P H £ 7. 0 a»fc 7. 5 ©ffifcPlELfc, 
flEB^Hl t UT 1 , 2 - If * (tf =A-*A'7}wV7'ir h T $ K) ^^r 45 mg, 

#JS^P 11-365074 2 fc^Lif^i'OftbOK: 

19 v/vgH^^ft- b 1:*^^^^ f ;v h.7 7 x y y lgfcfct) 0.05 

mSLmrn^^ 10 g *jwtk 127 g 'fc»#u ssra^ ui, 2 - tr* 

(If^/V^/WTjwVTir hTS K) ^*i/£l50mgML;fc, 09 4 fcij* LfcXtt 
#(C®U¥#J 3 ;i ■ fcft 3 J: 5 Jtefif 

(7-PT7-«) 

MMP-2 (^#-f§&, 2u/mL) % MMP-3 (-ttf-ffiU 0. 5 u/mL) , MMP-7 (ir#>f»L 
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1 u/mL) * PBS 9 3 U MMP-9 (•V^jR, 5 u/mL) , ^ f y 

% PBS (Ci t) WmL l«lfc 0 

Biebrich Scarlet (AldrichM) 0.45 g &3K®ijc75 ml KgsJjJU $ h y 
^eng^S g*5cttJ?100%i^y-/W75 ml £»Lfc 0 **-7-T?}t#U 

^^^-Mt ^<Z>& Biebrich Scarlet 4 5HHJ8H»U 10 

>^7x.]) ^f±MMP-2, MMP-3, MMP-9 £ 5?mfc£ri5 ^gttTfc £>f\ MMP-7 

^ ? v ymmftonmtt mmp-7 terns mm&m* otct fc 0 
h?y*:7*y tTfrofc*::^ mmp igt ism<fc;ttee>i", h 

-CaMH»T!37t\ 16l*M^y^a^<-KU **b-C4R*-t-«fc, MMP-7 Kio 
tlict U ifAMbSftfcEWk MMP-2, MMP-3, MMP-9 *3j;t* h 0 7"VyiacT 
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f-«&£fT&v\ io #lw*efeLfcm> 20%^ y * y VTkTOJ- 5 m$LT 
f/^7^71 y yfltf 7f i<il©^5:tk|5t5 h 

mil: It Art**/* f-AWr&fiHTMf 5 ^<Djm 
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^JfiL»T^5 > 10 g %mmm?7-i?y}: 10 tnM EDTA 2 ^ h y *A£"£ 
&0.5M M/X-J|i^y77- (pH8.5) 3 V y WM£|&fi?Lfc 0 »F*3£^f# 
*T*tt&Lfcm. 5^Jf\XW h-/WDithiothreitol) 10 g £;&P;Lfco ^MX* 

2 ^naw a**© §s fc e ft v * t r a - g «rjo 

ftfeT-Cil 30 #IW£J& * W^T^s ^-7^* 7, 000 (DmVrm 
SrffiV>TS*fU s JBiifiLfco #fe*tfcRJtStt* SDS* yr^y/^T§ K«ft8c» 
«t 9 P^fc t Z*>,RJ&mPr<D'¥to.m7;i>7% >&fr=i-mb 75, 000 (D^> K£ 

Ml 2 : ^/nK^S/^^/Wba^T^^ V©f^K 

ayT/V^^y 10 g3r7M^f£ 10 mMEDTA 2 MJ i> A Sr-^tf 0. 5M MJX 
-S^y7 7 - (pH8.5) 3 yyh>Ufc**Lfc 0 »«rtSr»^^11*Ufc ■ 
h-/KDithiothreitol) 10 g £;&D;tfco ^iT? 2 B#Rgi£# L 

fi30£MEJfc$*fc. SiStftTUx *y h Jf?^* 7, 000 ©afflRfc/BV^S 

fctr 5,Kj&H3is|-£) = ^t?v?% yft-fr^-Mrfb 82, ooo o/y K&jj* LTc<d\z.M 
U SJ^^lfi^ft^ 87,000 i:WLfc{i«^y K**Lfc. 

qrto.m7A>7% ^ 10 g £ 8M 2 y y h/Hi:»#Lfc. j*c»fltf- h y 

!^AT?pHSr8.0lciiaEU*»rtM*^-Cfl*Ufc«, S>^#*W A- 

iogfc&p*.fc. ^at»2n*ma^ufc«, r^y p^m;^ 6.9 g »t> 

-C 4 «PBBRIS * -erfco * v 7,000 ©SfflR&JB^TS 
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spjmT/WS. is 10 g & 8MM^7k^ 2Py h/UfcftSLfc. pH £ 6. 5 KHR 
1U ««rtSra*^"T»B*Lfc«^^ W h-A* 10 g Sriqjtfc. ££. 
t2^R8»|sifcftN-x^W5 K 19 g fcJnfcfc. Mt?4l$|8IRJ&S-g: 
fclk *y 7,000 ©»*f»fflv^a«fU Bfc^Lfce ftbtiltR 

sds as y r ? y /vr ^ Km&iti tc «t o p-*fc t z. 5> EifcHBH-a^jfiLill 

« 1 5 : T)V7 5 >W»#:oMKom 

lxio'Qffeofc. 
1. *5t>-C® 

O. 3g/m 2 
SIM (1) O.O01 g/m z 
2. 

tJf-V 0. 0 5 g/m 2 

~mikxX(Dfr£&®) O. 0 4 g/m 2 

j^/l'-feA'U— 0. 0 1 g/m 2 

(TOe^3jtt©PMMAsKy-7— «[^) 0. 00 5 g/m 2 
fiSUSBW (2) 0.00 2 g/m 2 
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Uftfld) 



HO -C— (CH2) 4 — C— NH(CH2) 2 N— (CH 2 ) 2 — NH- -H 



I 

CHOH 
CH2CI 





n 



m 1 1 frt> 1 3 co&^c.}: K) #f>ttfcT^ 5 3 g ZZtiZti 100 

mL ©ij»fi*£&$?U 4l^^fcH:Na0H J; »9 pH £ 7. 0 7. 5 ©F^^ilSLfc„ 



mmw- u-365074 ^wmmom ltm Kt&if-?. fc^L-e^^oftb kjl 
Bmzt&m®2mm&m.-?& i gLtc<D^ 100 mmti3^^M,imw^. io# 

100 mL ©Jfefcfciaflfc U fcti NaOH <fc «9 pH £ 7. 0 b 7. 5 (DffitCHS L 

fe^^L — b#Ji Lto-7ityhaU ^&0.38gS£bDLfc o 09 1 5fc^L 



31 



WO 01/71025 



PCT/JP01/02345 



mm* n-365074 %mtm<om 2 tm^<o^^ fc^tf7fy©^!3 k 

il9: i?7^?§BI<Df£$l (Jfc&W 

js&m&iHf 10 g 127 g \mmv. mmmt ui, 2 - tr* 

df^/^/^^T-fe F) 3i^ySrl50mg»Ufc„ 5£^Lfc£ 
#12 0 : ^JfiLmT/V^5^fl^||^^^7^>'^07 p nxT-if^tJ;5 

.MMP-2 (•Ytf^Sk 2u/mL) , MMP-3 (^^f-f 0. 5 u/mL) , MMP-7 (-VjW $U 
1 u/mL) £ PBS tc«k 9 3 MMP-9 ft if 4 & 5 u/mL) % 4 1 hV 7°» 

^$f) PBS t J: 19 lu/mL (ORB bfc G 

Biebrich Scarlet (AldrichJ^) 0. 45 g 75 ml U & MJ 

^BOftSB g*5i'U?100%3t^/-/W75 mlfc^flPLfc. 7-tffflt#L 

00 1 5 fcftoT#£>*WtT/V:/S >f§2gft©i£Jg|i: m 1 9 «oT#btvfc 
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jy*^- b Lfco *:©& Biebrich Scarlet 4 ^WSStU 10 

K-fb^JfiLfilT/l/y^^ttMMP^, MMP-3, MliMk:J:5$8ffc;«rfc£A,£g(tT 
*5<b1\ MMP-7 fc*oTtt<?*J'&|W*te»fc**L*u ^*Lfe©jRf4hy^ 

6) , T/v^ 5 ^llf^llli MMP-7 o 75: £ SgSfeT? 

v-ivt v9—*-&tt*.A'tf**s* j-Mt^MMTfr?* ><Dmm\mmmi& 
»Tuxfi«(fc3rc % leawHw^^-hu frm\.xmmi-zb, mmp-7 

{C«ko-CH:o$ 9 £tmb£*Ufc£Jtfk MMP-2, MMP-3, MMP-9 *5<fctK h ]) zf'yy\L 

M£ 37U 100Jft»8lMW y^a^H, B*Wfc*3*fc©t>, 10 

#IW*»5Lfca ^ir--©^h=¥V9yafc2^|RI*»UT«ft'feSrfjV\ 10 



33 



WO 01/71025 



PCT/JPOl/02345 



KMLxmnmrn^x^tc^tn^bfitco 
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it ^ o 15 a 

2 . £ ^cyorT-f • -f lf*-&^t?|ftfc©$5Hmi«t£fB«©^ 

3. ^f>iaxiJ2 &±©fe$£r£tf!jtefc©$&fflfl 1 ^XttH 2 ^fc3E«©»)8l. 

5 . s^fe h 7 y * v >mm»tristfmt<Dmmm 1 u& 4 >g© 

a tfcfiwfrT?* z>n*<o®m% i «ft v^ lis 5 *©v vf *ba> 1 gtciegtoaiE. 
«sh$ i *ftv> lis e 3g©v vf na> i ££tBtt©#jft, 

&#-Cfc£ft3fc©«&ffl$& 1 *fc^ LjfU^Wf ft** 1 *fcSB$i©8II£o 

ii,<5 l Xii 2 EUbottBfrT?*) Sft*©$&aig l LH 4 *©v> 

tit i o «©v vf jm» i mcfzmvmmo 

12. 7*PfT- estt©aft*ife"Tf*>or, 

(1) ftfcCftHJBlEfe^U&l 0gC©V^tl/^l5[fc|E«©?|JRfcStLr^n 
f7- *^*W«r««$*5Ig ; 
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